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Decahydroisoquinoline compounds. 

This invention is concerned with novel decahydro- 
isoquinoline derivatives, processes for their 
preparation, and their use in medicine, particularly as 
aaalgesics . 

compounds which are kappa-receptor agonists act as 
analgesics through interaction with kappa opioid 
receptors. The advantage of kappa-receptor agonists 
over the classical y-receptor agonists, such as 
morphine, lies in their ability to cause analgesia 
while being devoid of morphine-like behavioural effects 
and addiction liability. 

European Published Application No. 232989 (Beecham 
Group p. I.e.) discloses a group of isoquinoline 
derivatives which exhibit kappa- receptor agonism 
without some of the behavioural effects of morphine and 
morphine analogues, and which are thus of potential 
therapeutic utility as analgesics and/or as 
anti-hyponatraemic agents and/or as anti-cerebral 
ischaemia agents. 

A novel class of structurally related heterocyclic 
derivatives has now been discovered which also exhibit 
potent kappa-receptor agonism without the 
aforementioned undesirable behavioural effects. 

According to the present invention there is provided a 
compound, or a solvate or salt thereof, of formula (I) 
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. (I) 



in which: 

RCO is an acyl group in which the group R contains a 
substituted or unsubstituted carbocyu^ic aromatic or 
heterocyclic aromatic ring; 

R X and R2 are independently hydrogen, alkyl, C 2 -6 

alkenyl, C3_6 cycloalkyl or C 4 _ 12 cycloalkylalkyl 

groups, or together form a C 2 -8 branched or linear 

polymethylene or Q2-6 alkenylene group, optionally 

substituted with a hetero-atom, 

provided that Ri and R 2 are not simultaneously 

hydrogen; 

R 3 is hydrogen , Ci_ 6 alkyl, preferably methyl or 
ethyl, or phenyl, or R3 together with Rx form a 
~(CH 2 )3- or "(CH2)4- group; 

and R 4 is hydrogen, Ci_6 alkyl, C x - 6 alkoxy, hydroxy or 
halogen, preferably methyl, methoxy or chlorine. 

When used herein, the term »carbocyclic aromatic group 1 
includes single or fused rings, having 6 to 12 ring 
carbon atoms, and the term 'heterocyclic aromatic 
group 1 includes single or fused rings having 5 to 12 
1 ring atoms, comprising up to four hetero-atoms in the 

I or each ring, selected from oxygen, nitrogen and 
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sulphur . 

When the carbocyclic or heterocyclic group is a fused 
two ring system, one or both rings may be aromatic in 
character. 

Suitably, one of the rings is aromatic and the other is 
non-aromatic. 

The Ci_6 alkyl groups may be either straight or 
branched chain and examples are methyl, ethyl, propyl, 
n-butyl, n-pentyl or n-hexyl, preferaoiy methyl. 

Examples of C 2 -6 alkenyl groups are 1- and 2-propenyl; 
an example of a C 3 _6 cycloalkyl group is cyclopropyl, 
and an example of a C4-12 cycloalkylalkyl group is 
cyclopropyl methyl. 

When Ri and R2 together form a linear or branched 
polymethylene group, examples are propylene, butylene, 
pentylene or hexylene, preferably butylene or 
l-methyl-butylene. As an alkylene group, R1-R2 be 
typically -CH 2 -CH*»CH-CH2- • Examples of hetero-atoms 
are oxygen and sulphur, particularly oxygen, and a 
suitable hetero-atom substituted polymethylene group is 
-CH2CH 2 OCH 2 CH2" • 

When Rx and R2 are both C1-6 alkyl, they are 
preferably methyl. 

The group R preferably has the formula (II): 

.Wm 

-(CHR 5 )rrX— Ar^ (ID 
(R6 a )m t 

in which n is 0, 1 or 2; 
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m is 0, 1 or. 2; 

m' is 0, 1 or 2,: provided m + m' *$2; 

X is a direct bond, or 0, S or NR7 in which 
R7 is hydrogen or Ci-g alkyl; 

Ar is a substituted or unsubstituted carbocyclic 
or heterocyclic group, 

R5 is hydrogen or Ci_g alkyl, such as methyl or ethyl; 

1 

each of R$ and Rg a is 'alkyl, C2-6 alkanyl, C2-6 

alkynyl, Ci_6 haloalkyl, C2-6 haloalkenyl , C2-6 
haloalkynyl, aryl, aralkyl, hyaroxy, C^.g alkoxy, 
thiol, Ci_6 alkylthio> C^g heloalkoxy, C1-5 
haloalkylthio , halogen, NO2, CN, CF3, -OCF3, 

-0CHF2, -0CP2CP2H, -ocbci^^S' -coorq, -OQNR9R10' 

-SO3R11, -SO2NR12R13 ***d -C0R^4 in which each of 
Rg to Rx4 is independently hydrogen, Cx_g alkyl, 
aryl or aralkyl; 
or, when m is 2 and m' is 0, two Rg's form a C2-6 
polymethylene group, ! 

: i ; 

i 

Preferred halogens are F, Cl and Br. 

, i 

When two Rg's are linked tjxey preferably form a fused 
cyclopentyl or : cyclohexyl ring . 

: . i 

Preferably Ar i£ phenyl anjd Rg or Rg a is preferably in 
the meta and/or para position. 

: i 

Preferably Rg or Rg a is bromine, dhlorine, NO2 or CF3, 
particularly in the meta- lor para-r position. 

= ! 1 

1 

More preferably 1 Rg or Rg a jis. chlorine. 

i ■ 

X is typically: oxygen or a direct: bond, and n is 
typically 0 or! 1. j 
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ill also depend, 
cy to 
»ute of 



mention may be 
t-oute, and is 

form that a 
Lf in a single 
Lon is suitable 

intravenous or 
itions may be 
ictive ingredient. 

:he form of 
rders, granules, 
liquid 

r suspensions, or 



litable for oral 
al exclpients 
frup, acacia, 

inylpyrrolidone; 
naize-starch, 
tabletting 
rate; 
yvinyl- 
or 

:eutically 
.um lauryl 



conventional 
tg or the like. 



»py 
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Repeated blend in 
the active 
employing large 
composition is 
lozenge, any ca 
pharmaceutical 
magnesium stear^je 
rice flour and 
to methods well 
practice, in pa 
composition may 
capsule, for ex 
compound , if 
excipients . 



|ope rations 
agentfifehrdighciut ; 



niowri 
r icul 



des red 



Compositions fo 
in the form of , 
elixirs, or may 
reconstitution v 
before use* Su 
conventional ad 
example sorbitol 
hydroxyethylcelJ ilose 



aluminium stears 
emulsifying agej 
mono-oleate, or 
vehicles, which 
oil, fractional 
esters of glyce 
alcohol, glycer^je 
preservatives, 
p-hydroxybenzoa1 
conventional fl 



The compounds o: 



Best 
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fonft of 
iuitible 
tiojks may 
tardli, ^gljjci 
Tablets 
in norma 
witriN 



>e ik tihelj 
if gilatiib 



nth 



adm, jiistrit, 



e earnpiL 



pr bsen*: 



th witer 

llicj lid 



tiveis such 
syr jtp 



gel, hydrog 



f br 



cod bnut 



or 

iur; 



this 



oorrtpoa 



i|r propyl 
Witet 
i kmpi 

ibrbjLc 
i big 



a ;ca;:; 



ca :bo> 



e:tamp]J= 
aijuebufa 
e3ibl 



oil, 



i 



iinvfentiq 
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sed to distribute 
ositions 

when the 
t, powder, or 
lating solid 
d, examples being 
actose, sucrose, 
coated according 
aceutlcal 
lie coating. The 
an ingestible 
ning the 
other 



liquids may be 
syrups, or 
product for 
Ltable vehicle 
may contain 
Jing agents, for 
Lose, gelatin, 
allulose , 

iible fats; 
lin, sorbitan 
-aqueous 
Ifor example almond 
[stars, for example 
Icol, or ethyl 
laline; 
jpropyl 

if desired 
I agents. 

Ilso be 
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pharmace dicaE pridcedurl 



administered by 
routine 

be formulated, : 
a suppository, 
presentation in 
non-aqueous solu 
pharmaceutical^ 
pyrogen-free wat ijt 
a mixture of 
bacteriostatic i 
preservatives, 1 

solution ^ ^on 

suspending agent 
additives. Suci 
form such as 
or in multi- do 
appropriate 
concentrate whit 
formulation. 



lie Ids. Tie 



dose may 



As mentioned ea 
depends on the 
condition of th« 
of administrate 
from 20 to 1000 
to 500 mg, in p< 
350, 400, 450, i 
administered one 
or 4 times dailj 
adult will norm? 
Alternatively tl 
mg of active in 
multiples, if d 
dose. 



sicce itatJle 
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nod- oral rout 



nplle 



ectiable 
suspeas 



larelnti 



arti-tax 



lieri the! effeclti 
a;:l cor 



or 
the 
!>thlr 



will 



or 



cari 



un 



pi:; 



udidht 

l.rei 



ti> J 



9019 



sqlu:<te 



bloqei 



3pOS 



ised 



tital 
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accordance with 
compositions may 
administration as 
ilated for 
an aqueous or 
pulsion in a 
>g. sterile 
cceptable oil or 
contain 
other 
ender the 
:ening agents, 
.cally acceptable 
ed in unit dose 
Ljection devices 
e from which the 
solid form or 
lare an injectable 



ose of compound 

loyed, the 
frequency and route 
generally contain 
contain from 30 
200, 250, 300, 
ition may be 
for example 2, 3 
dose for a 70 kg 
|00 to 3000 mg, 
lain from 2 to 20 
stered in 
eceding daily 



■opy 
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Within the abov 
toxicological 
of the invent i 

The present inv 
treating pain 
and/or cerebral 
humans, which c 
amount of a com 
pharmaceuticall 
a sufferer. 

Compounds of th 
illustrated in 



Best 



ind 
iCtf 
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adriin. 

v ! ■ ■ 
of !fornu4i' 

■ i>tdili^ 



17 



ill! Ii in 



nge, no adverse 
i rved with compounds 



method of 
Lsease states 
particularly in 
an effective 
3r a r : Vi 
lolvate thereof, to 



: preparation are 

3. 
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Description l 



1- ( » , N-dimethylamijftUd |yl4ecali 



9.5 g (50 ranoles) 
tetrahydroisoquinol 
diamines ) was dis 
10 ml of CF3COOH a 
hydrogenated in a 
of 40 psi and a 
amount of hydrogen 
The catalyst was 
evaporated in vac 
solution and 
washed with a N; 
vacuo to afford 9. 
as an oil, whicu 
further purif icati 

Alternatively , 
1- (pyrrolidin-l-yl) 
obtained, as an oil, 
example 3 wi 



Example 1^ 

1- ( N , N-dime thylami 
decahydreiaoy i \ noil 

4-3 g (22 
decahydroisogulno! 
ml of dry chlorof o; 
5.3 g (23*7 mraoL 
dissolved in 27 
and the solution a: 
overnight. 
The reaction mixti 
solution, and the 
and evaporated ; 
obtained was cl 
CH CI containing 



rl iture 
d bien < 
ltl [red! 



saf orated s( 

(p w $ yi e : 

iksedi in 
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;;i8 - 



suinoline 



.3,4 



memyl^-(3. 




Istsjreoisc 



Best 




ai 



Descrij 

^< . 

cliloro: 
' |i«ach ! 



01 



le 




oaleate 
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no)methy*-l,2,3,4- 
diastereoisomeric 
t "40 ml CHjCOOH and 
The mixture was 
xatus at a pressure 
•il the theoretical 

reaction mixture 
ip with & 40% NaOH 
organic layer was 
and evaporated in 
ie title coippound, 
i without 



roisoquinoline 
and used in 
.on. 



was 



rophenvl) acetyl - 



; limethylamizio ) methyl- 
pre dissolved in 80 
>led to -5*C. 
tylacetyl chloride, 
*ere added dropwise 
enjperature and left 



ml of 32% of NH4OH 
l # dried over Na2S0 4 
The crude product 
t gel eluting with 
MeQH (0.1-2.5%) to 
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afford the least pc 
maleate to yield 1 

C 2^32 C1 2 N 2°5 

M.P. = 195°C 
M.W. = 499.426 

Elemental analysis 



Example £ 



l-(N,N-dimeth vl 

decahydr oi so^^noli 



Continuing the el 
Ex. No. 1, after 
was not isolate 
crystallized as ; 
title compound. 

C 20 H 29 ci 3 N2O 



M.P. 
M.W. 



205»C 
419.819 



Elemental analysis: 



Example 2 

1 - ( pyrrolidin-l-yl ) 



decahydroisoquinoll: 



Prepared as Ex. 
(pyrrolidin-l-yl ) -i 
in Description 1 
dichlorophenylacety 
of the reaction mix 

NO. 1. 



Bes 



I#Odufct 

itiit 



ale 1 
oun : 
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191- 



dilstereoi 



tita 



57 Jj 
57. 



-('3, 



oc 



N2- 



le cr 



.rd 
ilorj 



57 : .2|I 
571.31 



jBjtefitepxsc 



arrl 



crystallized as its 
!4Mound. 
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• 46; N, 5.61 
6.50; N, 5.63 



rophenyl ) acetyl- 
hydrochloride 



aphic column of the 
tecond product which 
was obtained and 
eld 0.25^g of the 



>5; N,6.67; CI, 25. 34 
7; N,6.44> Cl,24.56 



►phenyl) acetyl- 



laleate 



0.5 ramoles) of 1- 
noline (obtained, as 
ramoles) of 3,4- 
oform. The work up 
is described in Ex. 



py 
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The distereoisc. 
acetone and crys 
title compound 

C 26 H 34 C1 2 N 2°5 

M.P. = 183 # C 
M.W. = 525,462 

Elemental analysi; 



Description 2 

3 -carboxyethv l-dg 

20 g (97.4 
tetrahydroisoguim 
1 , 2 , 3 , 4-tetrahydr- 
ethanol), dissol 
of CF3COOH, and 0 
a Parr hydrogen 
temperature of 
theoretical amoun 
off, the reacti 
dryness, taken 
with Et 2 0. The 
evaporated in w 
of the title a 
Description 3 



Descrip tion 3 



Hi teed 



3-<N, 



N-dimethvla 



3 * 6 g (17 raraoles) 
( from Description 
solution of dime 
9Q Q C for fifteen 
evaporated in 
which was used 
purification. ^ 

Be 



ca:: 

Fcninid 



rang 
Ine 



in 



to 



|l) w 
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it ?o. 



was. bb|i 



tut 



as 



from 



C,$9 
C,$9 



es] 



J j 



ln< 
le 



40% 



1 1 



-cjdrb£xi 
Idded 

ubaeque 

ail 



f; :■* 



!fl i I! 
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& its maleate from 
yield 0.75 g of ^ 



•52; N,5.33; Cl,13.49 
•55; N,5.34; Cl.13.41 



carboxyethyl-i ,2,3,4- 
1 action of 3-carboxy- 
: hionyl chloride in 
ml of AcOH and 20 ml 
were bydrogenated in 
of 40 Psi and a 
absorption of the 
: talyst was filtered 
orated in vacuo to 
Lution and extracted 
ried over Na 2 S0 4 and 
7.2 g (35% yield) 
!h was used in 
'ication. 



soquinoline 

iecahydroisoguinoline 
il of a 33% ethanolic 
and maintained at 
1 mixture was then 
d 3.7 g of an .oil 
ion without further 



ipy 
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Alternatively , 
in an analogous in, 
decahydroisoguinoli 
3.4 g (16.1 ramoles) 
and 12 g (168.7 nsnctl 

Description 4 

3 - ( N , N-dimethy lamii 



3-tarbbxye 
is) of pyrro: 



fnettijyl-decs 



A solution of 1 
dropwise under sti 
the crude 3-(N,N-< 
of Description 3, 
The reaction mixti 
NaOH solution and f 
were evapora; i in 
NaOH solution and e 
title compound ,as 
reaction without f 

3.6 g of 3-(pyr 
were obtained by an 
3-(pyrrolidin-l-Yl) 



Example 4. 

2 - ( 3 . 4-dichlorophen) 



decahydroisoguinoli; 



3.3 g (16.8 
decahydroisoquinol 
ml of dry chlorof o; 
4.1 g (18.3 nanoles 
20 ml of dry chloroi 
allowed to reach r 
The reaction mixt 
solution and the or 
and concentrated 
obtained was chromat 
containing increasi 
afford the least po] 
hydrochloride to yic 



ler 



SI 

of IliiAlH Jin 
Lngjjat 25*C 
thy|amirio)c 
left o4e 
wai 'taken 
tered on raj 
Jsuqjto dryn< 



racted With 
oil^whicii 



If'ur} 



acel 



idiii*i%ij]m< 
alojfous pfr 
bon^tL-dscih; 



lit 



diastereoisi 



s) 

of Desct 

3/ 



C 20 H 29 Cl 3 N 2 O 



Best 



ai loun :;3| 
prj >&ucti ir] 



of 
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idin-1 -y 1 ) carbonyl - 
a crude oil from 
ahydroisoguinoline 
n 10 ml of EtOH. 



juinoline 

of THF was added 
Aition of 3.7 g of 
Lecahydroisoquinoline 

mixture of THF and 40% 
The mother liquors 
:en up with a cone, 
afford 3.3 g of the 
for the subsequent 



cahydroisoquinoline 
tarting from 4 g of 
inoline. 



hylamino ) methyl - 
ydrochloride 

thylamino ) methyl - 
re dissolved in 20 

icetyl chloride in 
se and the solution 
t overnight. 
15 ml of 32% NH4OH 
dried over Na 2 S0 4 
The crude product 
1 eluting with CJ^C^ 
10I (0. 1-2.5%) to 
rystallised as its 
ompound. 



py 
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M.P. = 186-8°C 
M.W. m 419.819 

Elemental analysis 



Prepared as Ex. 
(pyr— lidin-1-yl) 
in Description 4) _ 
phenylacetyl chlori 
The work up of 
described in Ex. No 
The title compound 

C 22 H 30 C1 2 N 2° 




(£025 



M.W.sr 409.39 

For the compounds o: 
in agreement with 
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•6; N,6.67> Cl,25.34 
6; N,6.63? Cl r 26.91 



-l-yDmethyl- 



• 2 nanoles) of 3* 
>line (obtained as 
of 3,4-dichloro- 

s carried out as 

ee base as a oil. 



NMR and IR data are 
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The pharmacologi 
invention is ill! 
vivo models, usij 
which tne mouse it 
activity. 

The xeeults of til 




®027 
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compounds of tnis 
n vitro and in 
procedures, in 
strates analgesic 



Table 2 



15:25 hjU 71)^167439 



WO 90/07502 



Tail-flick test in 



mite 



Male Charles River 
are used. Animals 
and are randomly J i 
experimentation. Befqf 
the reaction time of! 
a beam of light onto! 
after a certain 
between 3-8 sec. are 
drug effects. 



latency 

used, 



pretreaft i tent 



Test compounds are 
distilled water pjjfc 
subcutanous route ijj 
animals receive 10 
Following a 
again placed under 
determined. 
Percentage quantal 
of mice in which the 
pre treatment values, 
number of mice in the 



RECEPTOR 
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15 



The methodology emj . ioye^ ! is b« 
D 1 Amour and Smith, ii]fphatniacoi. 

:e (Swiss si 
frre allove 
,ttto 
adminiatj 



animal 



dissolved 

1 M ; 



heat so4rc 

otect'ion 
reaction 
exprdssed 
groupj. 



til in 



Tissue Preparation 



Radio receptor binding to \i. 
fresh guinea pig 
Kosterlitz. (1981). j 
Whole brain without! erebeili 
Tris-buffer (pH 7.4 ait 0 # c) 
The pellet is then rex speeded 
at 37«c for 45 min. aa 
1-9 ml of the final ho ogeriat 
is used f r the bindikk assay 



Bes 



el 
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that described by 
ir. 72 , 74/1941. 

22-34 g body weight 
id water ad libitum 
10 prior to 
I the test compound, 
trained by focusing 
a reflex withdrawal 
dting a latency 
m the evaluation of 



distilled water or 
aistered by the 
10 ml/Kg. control 
iate vehicle alone. 
n«, the mice are 
lb reaction 'time re- 

d as the number 
loubled compared to 
ntage of the total 



PA pig BRAIN 



s is performed on 
tred according to 

genised in 50 mM 
>d again, 
buffer, incubated 

'ris-pH 7.4, 0 # C) 



opy 
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Binding to k 



The binding to 
EthylKetocyclazocii 
which bind© to u, v 
of unlabelled SAGO 
[DAla 2 -DLeu 5 1 Enke 
respectively. 
Final homogenate 
the labelled lie 
filtered through \ 
The radioactivity 
•ci.. illation spec 
The non-specific 
500 nM of the bexuc 



Best Avdilcl 



Befi 



HU1, A.V. (1910): 
Scatchard O. (1949] 
Cheng and Pruaoff 



Kosterlit* h.w., 2i\ 
and Robson L.E. (is 
Magnan J., Patersot 
Tavani a. and 
(1982) 



Koste: Litz 



PCT/EP89/Q1621 



'fotned 'using » h- 
tenzonorphan compound 
be presence o£ 100 nM 
Ipakephalin analogue 
went u and 8 binding 

cold ligand and of 
40 min. at 25 # C, 
P* discs and washed. 

s counted by liquid 

in the presence of 

compound, Mr 2266. 




@)029 



XX (1910) 
♦,51, 660-674 
Sharnae. 22, 3099-3102 
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CLAIMS : 



_ 28 . 



1. A compound, or a solvate 
formula (I): 




CHR^Nj 



COR 



in which: i 

•I' I 

;j : i 

RCO is an acyl grbup in which 
substituted or uniubstituted 
heterocyclic aromatic ring; 

;i; \ 
Rl and R 2 a ™ ind&pendenitly h 
alkenyl, C 3 _ 6 cycioalkyli or C 4 
groups, or together form a c 2 h 
polymethylene or C 2 _$ aljcenyl 
substituted with hetero-atom 
provided that R x and R 2 kre m 
hydrogen; 

t \ I 

R3 is hydrogen , p 1-6 alkyl, o 
with R x form a -(CH 2 ) 3- or -{ 

and R 4 is hydrogei, c^.g! alkyl 

halogen. j | 

!■ • l 

2. A compound akordinlr to 

Rl and R 2 is methyl, ethyl f pi 
hexyl. j 



Best AVaila 
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thereof, of 



(D 



p R contains a 
ic aromatic or 



Cx.fi alkyl, c 2 -6 
oalkylalkyl 
or linear 
optionally 



aneously 



, or R 3 together 
oup; 

«lj||flkoxy, hydroxy or 



in which each of 
ityl, pentyl or 



Copy 
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I 



- 2 



3. A compound I !according to 
Ri and R 2 together form a pr 
pentylene or heiylene group, 



group . 

4. A compound! 
in which R has 



; I 

; ! ' 

iaccording to 
the fonjtula ( 



-(CHR 5 



(R6* 



in which 



n is 
m is 



0, 1 or 2; 
6, 1 on 2; 



m 1 isifo, 1; qr 2, |>: 
X is 6 direat bond 

R7 is hydrogen or Ci_g alkyl 
Ar is a substituted or 

or heterocyclic yxoxxp, j 

.1 ' ! 
■ ! ; 

R5 is hydrogen ot Ci_ 6 'plkyl 



each of R 6 and R^* is c|i_ 6 al 
alkynyl, cjlj^ haloklkyl 
haloalkynylj; arylj aral 
thiol, Ci.gjjalkyitkio, c 
haloalkylth&o , halpgen, 
-OCHF 2 , -OC^jCT^H, -OCCl 
-SO3RH, -SP2NRi2 R L3 and 
R 8 to Ri4 is independen 
aryl or arajjkyl; ; J 

or, when m is 2 -and m*!. is 0, 
polymethyleiAjfe grcju;?, 



Best Avdila 



, in which each of 
butylene, 
IH2-CH-CH-CH2- 



of claims 1 to 3, 
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m + m' ^2; 
S or NR 7 in which 



ted car bo cyclic 



3 ; methyl or ethyl; 

6 alkenyl, C 2 . 6 
loalkenyl, C 2 - 6 
oxy* Ci_ 6 alkoxy, 
alkoxy, C]_ 6 
CF3, -OCF3, 
fOORa, -CONR 9 R 10 , 
in which each of 
^gen, c x _ 6 alkyl, 

form a C2-5 



opy 
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5. A compound 
phenyl and R 6 oti : R 6 a ^ chlQ 



-30 



laccording to 



A compound- 



1- (N,N-dimethylEit|ino)inethyl-. : 
acetyl-decahydrojisoquiholine 

1- (N,N-dimethyli^ino )msthyl-^] 
acetyl-decahydrq|jsoquinoline 



l-(pyrrolidin-l^ 
decahyd 



iroisoquinoline 



2- ( 3 , 4-dichlorop^kny 
methyl- 



decahydrotiBoquiili 



j^electfed frc 



#l)methyl-2- 
maleati 



l)aicetyl 
ioline 



2- ( 3 , 4-dichloropbfenyl ) qcetyli 
decahydroisoguijijpiine. ! 



7. A process 
formula I as 
reacting a 



defied 



compound 



the iprepat 
ini clairi 
of jfonnul 



in which R^, r 2 | 
defined in claim! 
atoms convertible J 
with a compound c 




jS for formul 

j] to R l| R 2- 
w fonmkla R* 

Best Avbila 

! M ! : 
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wherein Ar is 



ichlorophenyl ) - 



ichlorophenyl ) - 
loride; 

Uorophenyl > acetyl- 



liimethyiamino)- 
J Loride; and 

3 5lidin-l-yl ) methyl- 



a compound of 
comprises 



(III) 



R 2* *3 and R4 as 
are groups or 

an active 



opy 
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- 31 - 

i 

derivative thereof, 

i 

in which R* is A as defined f< 
or atom convertible to R, to 
Ka) 



and then 
following steps: 



optionally performing 



a) where R*, r 2 
R l' *2> R3 or R 4 
R3' or R 4 * to R, j: 
obtain a compound 



b) where R" , Rjj 
or R 4 respectively 
respectively, to 
respectively, to 



jr *2**\*3' Oil 

I converting 
ahother R, R Xj , 
obtain a compc 



c) forming a sa|p 
compound of formu||^ 

i ' 



B. A pharmaceut 
of formula (I) as 
pharmaceutical^ 
and a pharmaceutid^illy 



# R2' / R3' oj 

espectlvely; 

: b.' R 2'i R 3 o*l 

I 1 ■ 

of formula f] 



! nn ; i 



and/ir soli 
(I). ! 



£al coipbsitii 
defined in clj 
acceptable sal] 
acceptabj 



Avail* 
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'la (I) , or a group 
:ompound of formula 



do) 

more of the 



other than R, 
iag R', Ri', R 2 ', 
ctively, to 



* R» Rl, R 2 , R3 
R l» R2/ R3 or R 4 
1 or R 4 

formula (I), 

! 

the obtained 



i| rising a compound 

or a 
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